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Sir: 



Examiner has made a 35 U.S.C. § 1 12 rejection regarding the pending claims 24 and 25, because 
there can be "1-" substitutents of R9 and Rx: "(^9)1-" "(Rx)i-". Applicant respectfiiUy 
requests that the following amendments be made and provides support where needed for the 
requested amendments; 

(la) Formula VII should read as follows: 



Support for 1-2 R9 substituents is found on page 5, line 1 , where it is stated: "There can be either 
one or two R9 substituents and . . . Support for 1-2 Rx substitutents is found on page 5, lines 6- 
7, where it is stated: "There can be either one or two Rx groups." This correction needs to occur 
in Claim 24, page 34, line 10. 

This same correction affects other formulas. The same correction to allow 1-2 R9 or Rx 
substitutents occurs at the following locations: 
page 1, line 27; 
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page 24, Chart A; 
page 25, Chart B; and 
page 26, Char C. 

(lb) Claim 24 has been amended to incorporate the appropriate definitions from canceled claim 
1, incorporating the other corrections as discussed herein and referenced to canceled claim 1 as 
originally filed. 

(Ic) Claim 25 has been amended to incorporate the appropriate definitions from canceled claim 
19. 

Applicants request that the following corrections be allowed with referenced support: 
(A)ForRx: 

(i) Rx-2 and Rx-3 are stated "to be defined as above" on page 3, line 10 and page 28, line 
21. This is an apparent typographical omission. Rx-2 and Rx-3 are substituents as follows: 
-C(0)N(Rx-2Rx-3). R3-2 and R3.3 as well as Rn.2 and Rn-3 and R9.2 and R9.3 are off the same core 
substitutuent and these R_.2 and R_.3 have identical definitions. Please amend Rx-2 and Rx-3 to be 
similarly defined: -H and C1-C4 alkyl, and where Rx.2 and Rx-3 are taken with the attached 
nitrogen atom to form a ring selected from the group consisting of 1-pyrrolidinyl, 1-piperazinyl 
and 1-morpholinyl. This will also be corrected in the amended claim 24 (from canceled claim 1 
on page 28, line 21). 

(ii) Rx-4 is stated to "be defined as above" on page 3, line 1 1 and page 28, line 22. This is 
an apparent typographical omission. Rx^ is found as a substituent as follows: -NH-S02-Rx-4- 
R3-4 as well as Rn-4 and R9-4 are off the same core substitutuent and these R^ have identical 
definitions. Please amend Rx.4 to be similarly defined: -H and C1-C4 alkyl. This will also be 
corrected in the amended claim 24 (from canceled claim 1 on page 28, line 22). 
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(B) For "Co-C4-(t)", Applicants inadvertently omitted "alkyl" between "C0-C4" and "-(|)". Support 
for having "alkyl" between "C0-C4" and "-(j)" is found on page 9, lines 4-10, where subscripted 
carbon atoms is discussed. Please amend "Co-C4-(t)" to read "C0-C4 alkvl -(|)'' at the following 
locations: 

page 1, line 31; 
page 2, line 19; 
page 3, line 23; 

page 27, lines 7 and 26 (will be corrected in amended claim 24); and 
page 29, line 1 (will be corrected in amended claim 24). 

(C) For many substituents, (I) should read (i). Please correct this t5^ographical error at the 
following locations: 

page 2, line 14 and line 33; 
page 4, line 4 

page 29, line 15 (will be corrected in amended claim 24). 

(D) Please delete "aa" on page 6, line 1 1 of the specification. This is a typographical inclusion. 
Amendments are attached. 
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CONCLUSION 



Accordingly, it is believed that claims 24-25 are now in condition for allowance, early 
notice of which would be appreciated. 

If any outstanding issues remain, Examiner is invited to telephone the undersigned to 
discuss the same. No fee is believed to be due for the submission of this response. Should any 
fees be required, please charge such fees or credit overpayment to Deposit Account No. 21-0718. 

Respectfully submitted, 



Mary Hosley; Attorney 
Registration No. 48,324 

Pharmacia & Upjohn Company 
Global Intellectual Property 
301 Henrietta Street 
Kalamazoo, Michigan 49001 

Telephone No. (269) 833-0975 or (269) 833-9500 
Telefax No. (269) 833-8897 or (269) 833-2316 
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pecification 



Disclosed is a 9-aiylsulfone of the formula (XII) 




N-R3 



where R3 is: 

(1) -H, 

(2) C1-C4 alkyl, 

(3) Cn-Ci alkvl -(|) where the substituent is optionally substituted with 1 or 2 

(a) -F, -CI, -Br, -I, 

(b) -O-R3.1 where R3.1 is: 

-H, 

C1-C4 alkyl, 

-<t). 

(c) -CF3, 

(d) -CO-NR3.2R3-3 where R3.2 and R3-3 are -H and C1-C4 alkyl, and 
where R3.2 and R3.3 are taken with the attached nitrogen atom to form a ring selected 
from the group consisting of 1-pyrrolidinyl, 1-piperazinyl and 1-morpholinyl, 



(e) -NH-S02-R3^ where R3^ is -H and C1-C4 alkyl, 

(f) -NR3-2R3-3 where R3.2 and R3.3 are as defined above, 

(g) -NR3^-CO-R3^ where is as defined above, 

(h) -SO2-NR3-2R3.3 where R3.2 and R3.3 are as defined above, 
(li) -CsN, 

0)-NO2, 



(1) -H, 

(2) C1-C4 alkyl, 

(3) Co-C4_alkyl-(t> where the -<|) substituent is optionally substituted with 1 or 2 

(a) -F, -CI, -Br, -I, 

(b) -O-Rn-i where Rn-i is 



where Rn is: 
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C1-C4 alkyl, 



(c) -CF3, 

(d) -CO-NRn-2Rn-3 where Rn-2 and Rn-3 are -H and C1-C4 alkyl, and 

5 where R3-2 and R3.3 are taken with the attached nitrogen atom to form a ring selected 
from the group consisting of 1-pyrrolidinyl, l-piperazinyl and 1-morpholinyl, 

(e) -NH-SO2-RN-4 where Rn-4 is -H and C1-C4 alkyl, 

(f) -NRn-2Rn-3 where Rn-2 and Rn.3 are as defined above, 

(g) -NRn-4-CO-Rn-4 where Rn-4 is as defined above, 

10 (h) -SO2-NRN-2RN-3 where Rn-2 and Rn-3 are as defined above, 

(Ji) -C^N, 
0) -NO2, 

where Rx is: 

(I) -H 

15 (2) -F, -CI, -Br, -I, 

(3) -O-Rx-i where Rx-i is: 
-H, 

C1-C4 alkyl, 
-<t>, 

20 (4) -CF3, 

(5) -CO-NRx-2Rx-3 where Rx-2 and Rx-3 are as definod abov e H and C1-C4 
alkvl. and where Ry . ? and Rv-3 are taken with the attached nitrogen atom to form a ring 
selected from the group consisting of l-pyrrolidinyl, l-piperazinyl and 1-morpholinvl. 

(6) -NH-SO2-RX-4 where Rx-4 is as defin e d abov e H and Cv-Ca alkvl. 
25 (7) -NRx-2Rx-3 where Rx-2 and Rx-3 are as defined above, 

(8) -NRx-4-CO-Rx-4 where Rx-4 is as defined above, 

(9) -SO2-NRX-2RX-3 where Rx-2 and Rx-3 are as defined above, 

(10) -C=N, 

(II) -N02; 
30 where R9 is: 

(1) -H, 

(2) -F,-Cl, 

(3) C1-C4 alkyl, 

-2- 
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(4) C1-C3 alkoxy, 

(5) -CF3, 

(6) Co'Ca alkvl -cj) where the -cj) substituent is optionally substituted with 1 or 2 

(a) -F, -CI, -Br, -I, 
5 (b) -O-R9-1 where R9-1 is: 

-H, 

C1-C4 alkyl, 

-ct>, 
(c) -CF3, 

10 (d) -CO-NR9,2R9-3 where R9.2 and Rg^ are -H and C1-C4 alkyl, and 

where R9.2 and R9.3 are taken with the attached nitrogen atom to form a ring selected 
from the group consisting of 1-pyrrolidinyl, 1-piperazinyl and 1 -morpholinyl, 

(e) -NH-SO2-R9-4 where R9-4 is -H and CrC4 alkyl, 

(f) -NR9.2R9.3 where R9-2 and R9-3 are as defined above, 
15 (g) -NR9^-CO-R9-4 where R9-4 is as defined above, 

(h) -SO2-NR9.2R9-3 where R9.2 and R9.3 are as defined above, 

(JO-feN, 

0) -NO2 

(7) -OR9.1 where R9.1 is as defined above, 

20 (8) -CO-NR9-2R9-3 where R9-2 and R9-3 are as defined above, 

(9) -NR9_2R9-3 where R9_2 and R9-3 are as defined above, 

(10) -NH-S02-R9^ where R9-4 is as defined above, 

(11) -NH-CO2-R9-2 where R9-2 is as defined above, 
and pharmaceutically acceptable salts thereof. 

25 



-3- 
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The 9-arylsulfones (XI) are amines, and as such fomi acid addition salts when 
reacted with acids of sufficient strength. Pharmaceutically acceptable salts include 
salts of both inorganic and organic acids. The pharmaceutically acceptable salts are 
preferred over the corresponding free amines since they produce compounds which 
5 are more water soluble and more crystalline. The preferred pharmaceutically accep- 
table salts include salts of the following acids methanesulfonic, hydrochloric, 
hydrobromic, sulfuric, phosphoric, nitric, benzoic, citric, tartaric, fumaric, maleic, 
CH3-(CH2)n-COOH where n is 0 thru 4, HOOC-(CH2)n-COOH where n is as defined 
above, ae 



-4- 



6210.NDV2 



Reply to 06/09/03 Office Action: 



Serial No. 10/022,471 
Amendment 



Chart A 
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(V) 



(Vl) 



Coupling 
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Claim 1. 


Previously canceled. 




Claim 2. 


Previously canceled. 




Claim 3. 


Previously canceled. 


5 


Claim 4. 


Previously canceled. 




Claim 5. 


Previously canceled. 




Claim 6. 


Previously canceled. 




Claim 7. 


Previously canceled. 




Claim 8. 


Previously canceled. 


10 


Claim 9, 


Previously canceled. 




Claim 10. 


Previously canceled. 




Claim 11. 


Previously canceled. 




Claim 12. 


Previously canceled. 




Claim 13. 


Previously canceled. 


15 


Claim 14. 


Previously canceled. 




Claim 15. 


Previously canceled. 




Claim 16. 


Previously canceled. 




Claim 17. 


Previously canceled. 




Claim 18. 


Previously canceled. 


20 


Claim 19. 


Previously canceled. 




Claim 20. 


Previously canceled. 




Claim 21. 


Previously canceled. 




Claim 22. 


Previously canceled. 




Claim 23. 


Previously canceled. 


25 


Claim 24 (Currently amended) 



A compound of formula (VII) 



NH, 




J N— PG 



(VII) 



where PG is selected from the group consisting of (|)-CH2-, <t)-CO-, (()-CH2-C02- and 
-CO-0-C(CH3)3i wh e re and ar e as d e fin e d in claim 1 . 

where Ry is: 

rn-H 



(2) -F, -Ch -Bn -L 



-8- 
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(3^ -0-Ry.i where Ry.i is: 

-a 



Ci-C^ alkvl. 



(4-) -CF.. 



(5) -CO-NRy.7Ry-^ where Ry.? and Ry.^ are -H and C i -C^ alkvl. and where Rv^ 

and R,.^ are taken with the attached nitrogen atom to form a ring selected from the 
group consisting of 1-pvrrolidinvh 1-piperazinvl and 1-morpholinvl. 

(6^ -NH-SO?-Ry^ where Rv^ is -H and C1 -C 4 alkvl. 

10 (7) — NRy-oRv-i where Ry-? and Rv.^ are as defined above. 

(S) -NRy . 4-CO-Ry.4 where Ry^ is as defined above. 

(9) -S07-NRy-7Ry-^ where Ry.? and Ry.i are as defined above. 

(lO^ -CsN. 

nn-N09:and 



15 where Ro is: 
m -H. 



f2^-F. -CI. 



(3^Ci-C4alkvl. 

(4) Ci-Ct alkoxv. 

20 (5)-CF,, 

(6) Cn-C4 alkvl-(|) where the -4) substituent is optionally substituted with 1 or 2 

(a) -F. -CI. -Br. -I. 

(b) -O-Ro-i where R0.1 is: * i 



-H. 



25 Ci-Cd alkvl. 



(c) -CF,. 



(d) -CO-NRq ^Rg ^ where Rg^ and Rg^ are -H and C1-C4 alkvl. and 

where Rg , ? and Rg^ are taken with the attached nitrogen atom to form a ring selected 
30 fi-pm the group consisting of 1 -pvrrolidinvl. 1 -piperazinyl and l-morpholinvl. 

(e) -NH-S02 -Rg- 4 where Rg ^ is -H and Cj-C^ alkvl. 

(f) -NRg -; ;Ro-n where Rc).? and Ro.-t are as defined above. 

(g) -NR0.4-CO-R0.4 where Ro^ is as defined above. 



-9- 
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fh) -S02-NRQ^o-r^ where Rg . ? and Ro-i are as defined above, 

(i) -NO^ 

(7) -ORq -i ^ where Ro j ^ is as defined above, 

5 (8^ -CO-NRo -^ RQ-'t where Rq.? and Ro,^ are as defined above, 

(9) -NRq,9Ro.'< where Ro.? and Rq - i are as defined above, 

(10) -NH-SO7-RQ-4 where Ro-a is as defined above, 

(11) -NH-CO2-RQ-7 where Ro.? is as defined above. 

10 Claim 25 (Currently amended) A compound according to claim 24 where PG is 
(t)-CH2- or <|)-CO- and wher e Rg and ar e as d e fin e d in claim 19. where Rq is selected 
fi"om the group consisting of -H, -F, -CI, Cj-C^ alkyl, Cj^-C^ alkoxv and -CF^ and 
where Rv is selected from the group consisting of — H, -F and-Cl . 



15 


Claim 26. 


Previously canceled. 




Claim 27. 


Previously canceled. 




Claim 28. 


Previously canceled. 




Claim 29. 


Previously canceled. 




Claim 31. 


Previously canceled. 


20 


Claim 32. 


Previously canceled. 




Claim 33. 


Previously canceled. 




Claim 34. 


Previously canceled. 




Claim 35. 


Previously canceled. 




Claim 36. 


Previously canceled. 


25 


Claim 37. 


Previously canceled. 
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